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(57) Abstract: A pharmaceutical preparation which can inhibit ED-71 from yielding tachy sterol and the trans isomer, which are 
major products of the decomposition of ED-71 during storage at room temperature. The pharmaceutical preparation comprises 
((5Z,7E)-(lR,2R,3R)-2-(3-hydroxypropoxy)-9,10-secocholesta-5,7,10(19)-triene-l,3,25-triol, a fat, and an antioxidant. 
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m m * 

ED-71»J 

[0001] ^$&mfe, (5Z, 7E)-(1R, 2R, 3R)-2-(3-fch*n^ynatf^)-9, 10— fe=» 
3^5, 7, 10(19)-hy^-l, 3, ;KWT, rED-71J fcfcsHrfS) 

^^i-§^J^BI«o ED-710h7^MMttf*'efe^(5E ) 7E)-(1R 
, 2R, 3R)-2-(3-tKndr^t2^v-)-9, 10— fe=t=H/^^-5, 7, 10(19)-hU 
3, 25-hy^--/V(J^T, rh^^#:j^^i-§)^^||i-§ 0 

ftW 

[0002] (5Z, 7E)-(1R, 2R, 3R)-2-(3-hK^iy:/£2^:3ri/)-9, 10— feaal/^S, 

7, io(i9)-hy^-i, 3, 25-hv*—M^ ^mmm^mzxymmtstitc 

3 

^,^Ba^|*^cp(D^^-e^(Bone, Vol. 30(4), 582-588, 2002) o 
[0003] ED-71(D^Kb^*5V^T^, ^CDlf^^D^^irl^^^, y^b^-fe/H^J 

a, 25-v ? fcKPdri/3l/#/l^>:7 J in— 7^tt5EilMi(C0. 01— 5fi*% 
(Oh=t^ain— /Hg^r^jni-^w^Jlcfc^ la, 25— ^fcKn^i/3i/#/i^:7ain— /V 
^S^^o^^^-e#6^©# J S : (#M¥6-87750) , T/V^r^/Vv'K— Asfrg 

^i^^J(D^i^L-CO. 005%J^_h^Pi-§r^tcJ;«9, T;V7 T ij;V 

[0004] f££.&WgZ&?T<£>tf'(\ f 9'(XlCH Harmonized Tripartite Guideline (Impurities 
in New Drug Products, Q3B(R), ICH Steering Committee, 2003) fo£Z>b^ MM^CO 
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[0005] U^oT, ^-7KDmmitKm^Xh. ^^^«^-e^ED-71(D^#^ 

o 

[ooo6] *mmu, ¥jy-7i(D^mm<D^jm:mm^^nm\:^^^ir^z.t^ n w 

[0007] «HK#ibte, ±&<Dmmj&^fcirZiz#>K® i nmi&Mtoid&^ ed-71 

[0008] [>ffcl] 




[0009] (6E-(1R, 2R, SR^-CS-tKndr^/ntf^X)-^ io— fe=i=iu^-5 (10) , 
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[0010] Wb2] 




[0011] ((5E, 7E)-(1R, 2R, 3R)-2-(3-tKndeV^n^S/)-9, 10-irnnW^-5 
, 7, 10(l9)-hy^-i, 3, M"?1bZ>Z-b&&mVtt> ^bT,ED-71 

[0012] (D (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKn^>^° 

n^?driX)-9, 10— fe=x=H>^5, 7, 10(19)-MJ:r.^— 1, 3, 25-MJ;*-— /V; (2) 
»|g;*5j;TJ?(3) ^^J^tfM^J^^^o 

[0013] _hfa§^J^:&V^ (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcKndf5</cwKdf-V)-9 
, 10— fe=3=3V^5, 7, 10 (1 9) -HJ =c^-l, 3, /KD^HH^O^JE^dS 
WfttetbS^iW^U^o (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcKn^S^l3:#^ 
)-9, 10— 7, 10(19)-HJ^>--1, 3, 25-hy^"— >V(DftWk\&. 6 
E-(1R, 2R, 3R)-2-(3-tKn d r^ 0 ci^^)-9, 10— fe33^^-5 (10) , 6, 
8(9)-hU^^-l, 3, 25-MJ^-— /V*3j;t^ / /*fcf*(5E, 7E)-(1R, 2R, 3R)-2 
-(3-tKt2^fi^i3^V)-9, 10— tr =3=3^^-5, 7, 10(19)-HJ^^-1, 3, 2 
/V-efco-C&J;V\ (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKndr^i3^ 
-✓0-9, 10— fe=J=Jl>^5, 7, 10(19)-HJ^>— 1, 3, 25-MJ^-— 
, 6E-(1R, 2R, 3R)-2-(3-fcKn3rW > nsK^>0-9, 10—fe=i=iw^-5(10), 
6, 8(9)-hU=c^-l, 3, 25-MJ^-— /V*5J;TJ?(5E, 7E)-(1R, 2R, 3R)-2-(3- 
tKndrv-7°n/K=3r^)-9, 10— fc=*=*u;*^-5, 7, 10(19)-hU^^-l, 3, 25-hU 
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[0014] _hfEM^J^-*5V^•r, (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcKndr^n 

^?driy)-9, 10— fc=r=iW^5, 7, 10(19)-hy^^-l, 3, 25-MJ^~— /V<D, 6E- 
(1R, 2R, 3R)-2-(3-tKn d rv'7°n7Kdriy)-9, 10--fe=»:aKX*-5(10), 6, 8( 
9) -MJ rc^-l, 3, 25-hy^"— /VSSit^/^tt (5E, 7E)-(1R, 2R, 3R)-2-( 
S-tKndri/^d^^-g, 10— 7, 10(19)-MJjC-1, 3, 25- 

[0015] _hfeM£<J^:&V N T, &CWtfcffl&* dl-a-fo^n— /K ^^/VfcKn3f~>h/Vcr 
£L< % dl- « -ha^p— /V-efe^ri!^ Hlc^bV >„ 

[0016] ±tmmfr\ mft^v&zzb&m&LK, yyv^^vn. ^—w7±/vm 
itfzmfoWMM (mat, y^vtizf^vm) -vh^tmi^^ \ 

[0017] _hfBM^Jt-*5V^T, (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcRP^X7 P Ptf?=ar;>')-9 
, 10-t33^^5, 7, 10(19)-hU^^— 1, 3, 25-hy^"— /V^jftjJg^LTO. 
oooooi—o. oima%^m, tf&MtifflifilbffifcttLXO. 0001 — 12fi£%-£ 

[0018] ^KcOS'J^ffiffi^itL^s ED-71(^h7^MMttft:-e^, (5E, 7E 

)-(lR, 2R, 3R)-2-(3-tKn^v'7 P n^v-)-9, 7, 10(1 

9)-hy^^-i, 3, 25-hy^-— 
[0019] ^^<ded-71»J^J;«9, Ei>-7io^5#Wfc©^^*Jb5«^Kb«^Sr 

[0020] [|Hl]40 o C / /75%RHT"e33 0 W^g^^^gOUV-HPLC^n^h^T' (265 
nm) ^TTjk'f'o 

[g|2]40 o C/ / 75%RHT-e33 0 ra^g^(D^^(DRI-HPLC^n^h^7^i- 

o 
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[0022] (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKndr^n^^)-9, 10-±=i^U^-5 

, 7, lod^-hy^-i, 3, /ked-7i)^, rmomm^mztiz 

[0023] Dfb3] 



[0024] ED-71« N ^(Jx.^^#r?fl¥lO-72432^-^fBtt$t^fc^^fe^^V^ N (1R, 2R, 3R 
)-2-(3-fcKn^vC/a^3r^):nW^-5, 7-v^^-l, 3, /V^t±m 

[0025] ^mmzm^zmmikMikuxte. mmmMMttmmwtrhyvjj.mtfm 
y^Ah ^y^^a^^^^-y^^hy^A), ^m*. ^%m, 

ffcyy/ktrv^-hy^) , T^rvi^V^^^cD^TvWb^ (0H*itfL- 



HO 




OH 
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IDM*(#'!Jx.^d-a-h=3^n— /K dl-a-h=3^mn— 5, 8-^y^vvh=i— 
, 7, 8-^^/Vh=t— /V, 5 /K 5, 7, 8-hU^/Vh=iMJ^y— /K 5, 

S-v'y^vvh^hy^y— /K 7, S-v^/vh^y^y— ;K 8-y^/vh^hy^y— 
„ ^(D^-e^. g^h^^n— /K v?^/VtK^^^M^^, ^£$tf^^E, dl-a- 

/ktr^Bfe, L-T^/i^v^^Ty^^^/K y^/vtKci^-iyT^y— /k 

[0026] ^K^fflv>b^r^j§gj^LT«, ^iMiby^ytyK(^T, tmctj^ 
tsi-) , HJ#:/yy^ y&^n^st #y°y/vgt x^v^m. ^w^gg, yy-/^, y 

mm. i&T$Lm. =*—>m, ±&.m, mmm, mi£mm$mfhfri% 0 r. 

tih<D?ib, TFmnmfftm&^As^^w mct, hy#:/yy^ z^^m, *?°v 

[0027] ^P^^V^-C^ED-71^^Ji«. ED-71&mWm%ltVXi%l?l,fcm^ 
^m£;fx3^^»3£VM/\ *#:^J^{iED-71(D^^n— /H^^OTD 
-710h7^#:#-efe^ 0 

[0028] ED-71<D^^rn— ^^^n— /V'fr^^i-§TfB(D«3t^-e^$ 
fr&ffrg^-Cfc^ ^<Dfly^&te:6E-(lR, 2R, 3R)-2-(3-tKndr^n7K^rv^) 
-9, 10— fe3r3W^-5(10), 6, 8 (9) -hy 3^-1, 3, 25~hy^— /V) -efc£ 0 
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[0029] Wbti 




[0030] ttXTn—svm^ ^l^fi#^¥lO-72432-^^|E«$^fc^^^oT^ 
-t-5^^^-e#^v>fi|!fe<D^^^i-5it^-C#S 0 irftiiib, (1R, 2R, 3R 
)-2-(3-fcKn^^^TO#^V)-al>;**--5, 7—5*^-1, 3, /V£rt±J 

■So 

[0031] ED-71<Dh9^ffcf3\ 5^&<Dr.mffi&&h9>xmMX*fo%Tm<Dffi&3ZX* 
m£tlZ)4k&yoX*&>Q, ^<D4k¥%fe(5E, 7E)-(1R, 2R, 3R)-2-(3-fcKn3r *S 
^ n tf3ci/)-9, 10—t=t=tUX?-5, 7, 10(19)-hU^^-l, 3, ?VT* 
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[0032] Wb5] 




[0033] j^ubt?^ mm<Dmmmz.mvx\^ ^&&<o&&mm<?>$sm&*:fi% 

nisfcmmz. mm(D±mumx^3ox:xi2^M^i,fz.m^ ^^n— 

h Er>-7i<Dmmmmvxn, ^h^mm^^m^mm-r^t^^x^ 
„ 0^19, ED-7imfflv>mmiMz.mi,xttL, m^Kr>-7i<D^m^p5<tmxafj:< 

[0035] ^Ev^p— /W**5i^>^^f*^+B^f*^n-7h^^— KU^tfeffiU 8SJ£ 
[0036] ED-71<D^i^(D^^$lj$^"CV>§^^L-C«, ^M. «;T-C12^£P: 

o 

[0037] «0^^*5V>Tr?ft^M^Jj^tt, ^^IB^^L/h^^, SP^^nrtg 

[0038] i-*5v ^xmm ^im^m^mmtvx^ y^hx^^m, ^—v^^v 
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[0039] yyhuy-t^mt^ v^is&<D?>(A'j*j&)^&&£&ftb*rz>8tm\^ mm 
izy^/u^h^mm^^mrir^m. wmmjjKx^xr.mmmmmtm, tti 

mzMtfcmKx*), m^^mm^n, ^—^yyv^-y^v^^r^miX^ tr 

wooi/i5702-8\ @8&&lB4^woo2/i3755-S\ @Bg^W^#woo3/09 

[0040] ^-R^ir/H^te. ^y^m<Dy^/uj>,^^^^tT^^yy 0 t^ 

[0041] yyb^±^nmxx^^—h^^±7>m<D&mi^ yy/vMj&j&Mft^ *JMM, 
[0042] y^/vj*ftm)$ttia~z, &m^y^ym<vm^&M)&ftx&<>xh. #«?ki§tt 

^vxm^^^.t^x^ 0 mm&&mftt\^ r/v^^m^^-y, mm&y*? 
y. ^mm^y^ym>mfhti^ 0 ik^mmny^ytvx^ ^mmm^ 
m^mfeZfof^^K ny^-y<DT^ymt=i^ym, y^/^m, mm^^w&Kfo 
^xwmi^fdb<D$:m\^~ktfx%z> 0 itm&m^y^y\m\^i£y?-yuT;v 
zymm^y^yxhm%±mi£y^yxfo<>xh^\ 4¥mm&3k&cftti,xn, m 

, y*T—Jf^ ^y^K#\A, u^t^^ ?y}?— ytfJ^fzEcommm^^nhti 
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^Wm, 79\fTif^ h?tf>htfJ», r—^isYU^ #j*v^-#j*feE<DWtoi$> 

ZtiZ^mM, Vs^-ytf^ ^V-Wytf^ 77i^>\ T^xh7>, K^&if 
<D$&£MfrtMhflZ>&WW., ^M)±^—^ ^^;vt;vn-x, #/l>aJ?^>yM 

[0043] wM^-a*. yv-tv^ y/nf /k -wn*— ^w^-x, -^/i^— 

lilt, dr^yh— /v, -v^h— /v, ^y^yh— /v, atfy^ivi^ya— /HE(£^fi4 
00—6000) ^sj&s^tf fett, ^w^ri^bo Brm^JSria^ -b^ffli-5^^*5-e 

[0044] «^b-cte, skffc^*>\ h - gMfct* {sotf?) , 3tfe=nBfcfb«, ItSMttft 

[0045] r^ft^^Jj £E\ ^^Sr^^Ti-5tt^^Sr«*f^ (0fl£tf , tf^xmm. ^ 

[0046] 2^^Jl3ifflv^»J!B©fttt#i!:|SS$twfcv ^ ^^-fe/^j (y^^ir/i^ 
K^ir/i^J) tCoV vCte, l#^i?/^fc950— 500mg^&3^#W;i:L<, 

, 1^^7i«90. 5-5g-T?£>5^#W;§;L<, l-3g-e^r^^^^^LV\ 

[0047] mM^K^ti^Bu-7i^m^m^mm^ti^^\ mimnmtdo^-D-n 

mtVXO. 05— 5Mg^^TV^CD/W*b<, 0. 5—0. 75 g-^flTl 

0. 0000im»%W_h^W*b<, 0. OOO2m*%W_h^#^0^L<, 0. OlM 

%^T£Wifcb<, o. ooi25m*%^T^#t^?*bv\ itti©^^^ o. o 
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0000lM%W_h3W£b<, 0. OOOO17mS%W-Ltf*#fc03;L<, 0. OOlM 
[0048] J^^©jftJiB^©E^**>#^ISS*ttJ5;v ^ mMk : MbL.X&m*sm%:& 

[0049] $>Xh, dl-a-H37xn- /UtoV^tt, ^ir/H^O^^ jffiflg^KlO. 0001 
m*%W_h^tbTV^ar^^W*b<, 0. OO2fifi%^_hT?*)5ri:^J;»J0*b< 

£LC Ht%£JlT"Cfc5-i:^j;!)0*L<, 0. lM%WT^fc3^^#K:0ifc 

, 0. OO2fii%^_h-efe§^^^j;i90^u<, 0. OlM*%^_b-efcSi^dS#^0 

[0050] &3b\ *WJRi6S^3g^5«3fe*i©SaitJ&5WJe-e*>5#«2004-30702#(O 

MM 

[0051] uTKmmmzmifx, ^mm^^w-m^mm-r^, ^mmtPih^tiKmm 

tt, #H¥lO-72432-^^fB«(Z)^fe^ J^/ifcUhfcOSrfflV Yfc, 
[0052] Mjff'll: H7XX-fe((5E. 7E)-(1R. 2R. 3R)-2-(3-fcRgdr->:7°mKdr-»- 
9. 10-ir=i=tW^-5. 7. 10(19)-HJxy-i. 3. ;V) CD^bE 33 XX* 

ED-71 500mg£r'4? 3^#H^T, 50mLt^l77^3 ^ AtU -t^fcf&ft:— g£ 
-fbffi3t30mL«:SEAU 3B#^3l^(^J-15°C)*#Lfc 0 Z21fcfb8ltJt«Hg*L-t\ (5 
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Z, 7E)-(1R, 2R, 3R)-2-(3-K\?w7'vitf*ci<')-6, 10— fe 
nn^-5(10), 7-5*^-1, 3, 25-MJ*— ;K^Trrift«t#lfrj fcfE 

f£200mg, ^^klU^ WA500mg, /V20mL^Px., *#T210#Pe9 

[0053] ^H^^ffi^^HPLCdgg: 0 ^Mi^M, #^:Kromasil ODS(KRl 
00-7-C18, 250X20mmI. D. , Eka Chemicals®), MrfB : 
U/V^K^^, *M:9. 99mL/miru ^0i:UV = 22Onm&TJ«265nm)-eJg|ffl&i3S 

m^;VX*mW\^ ^LTh7>-^#:39mg (M22%) £#fc 0 
[0054] (4»^-^) 

HPLCMS:99. 6% (HPLC^#:Kromasil ODS 100-5C18, 5^111, 4 
. 6mml. D. X 250mm, 55%Ti?b^hy/V7k?§^ %$MO. 9mL/^, 220nm, 
lmg/mL 10 v L, a^PJ^taffl4— 305» . 

'H-NMR(CDCl) (ppm) :6. 63(1H, d,J=ll. 2Hz), 5. 85(1H, d, J=ll 

3 

. 6Hz), 5. 18(1H, t, J=l. 8Hz), 5. 13(1H, t, J=l. 8Hz), 4. 43(1H, d, J 
= 8. 3Hz), 4. 28(1H, ddd, J = 3. 6Hz, 3. 6Hz, 3. 6Hz), 3. 7—4. 0(3H, 
m), 3. 34(1H, dd J = 2. 8Hz, 8. 4Hz), 1. 21 (6H, s) , 0. 93(3H, d, J = 6. 
3Hz), 0. 56 (3H, s) . 
13 C-NMR(CDC1 ) (ppm) : 149. 2, 145. 4, 132. 0, 123. 4, 116. 0, 109. 0 

3 

, 84. 2, 71. 3, 71. 1, 66. 3, 61. 2, 56. 5, 45. 9, 44. 4, 40. 5, 36. 4, 36. 
0, 31. 8, 29. 3, 29. 2, 29. 1, 27. 6, 23. 5, 22. 3, 20. 8, 18. 8, 18. 4, 12 
. 2. 

UV(3i^y— ;v) Umax) :209. 8nm( t 12300), 274. 6nm( s 23200). 
IR(KBr) (cm -1 ) :3365, 2951, 2935, 2877, 2845, 1628, 1468, 1458, 14 



WO 2005/074943 



13 



PCT/JP2005/001749 



37, 1375, 1363, 1350, 1333, 1215, 1120, 1080, 1059, 1034, 997, 958 
, 947, 933, 904, 891, 872, 729, 715, 683, 638, 627 c 

[0055] mmm2: vi)-7i^v7V*zf^;vm\z.terttt^Mm(Dmi£ 

hV^V&mffiLttED-71 (2 j8 - ([3- -1 a , 3 j8 -25 
-hytKndrv/=3ix^-5, 7, 10(19)-MJ^>-(*fcf*, (5Z, 7E)-(1R, 2R, 3R) 
-2-([3-H]-3-tKn^ri/7 P ti^^iX)-9, 10— fe=3=H/^5, 7, 10(19)-hU^^ 
-1, 3, 25-hy^"— /V^tMB-T^o WT^ 3 H-ED-7lJ^fBi-)^fflV^a. Labele 
dCpd. Radiopharm. 42, 519-525 (1999) K ^^*^fi(7)ED-71^^^ 
MCT^^Lfc(ED-71^S:l J ug/ / 100 mg, 3 H-ED-7lMS: 1. 38 MBq/ 
mL) 0 ^<DmW&Q<Dy7Y%^fr(%^^M&^7^47. 67 mg, ^Jiry 
V16. 68 mg33«tU^>ffc^M). 65 mg^b^5t)©-^ ^y — ^Vfe^W 
^b^<D)^^^#^tf#^y^^fflV^^J«L(0. 08 mL/^ir/V) , if5^>"e 
40°C/75%RH, I)i£Tt\ 33 0 M&eUfco I^*l£^Lfc#A?<& 

[0056] HPLC##f^# 

#7-k:YMC-Pack ODS AM-303 (250X4. 6 mm, 5 ju m) „ YMCS 

&mm : r^b^hv/^y^i 1 

i5fftl:l. 2 

tT— ^W:UV265 nm, RI 

#5^SJ£:30°C 

(**) 

40°C/ / 75%RHT-e33 0 ^^^^^SrHPLC^^DS'J^bfc^ci-^h^A 
£\ J tti^Ptbiai*5«J;t5ia2l2:^- 0 RlO^-x^^a^ ED-71(Jl*fjSi*5^ 
fc§t 0 -^^J;7J?^l/^^j^i-§17^#^^^-t 0 -^^^, 16#tti££ 

24^#^^t^ j e^-r^-t o -^^^t±i$^f Co -ti^2aot°-^«4o°c/7 

5%RH-e^#-r^fi)(Di7-^ 0 7V^^m$^v ^ir, *5 J:7j?Ri-HPLC-e^m$ 

tbfcfc 0 — ^tt 3 H-ED-71 &M<D\£— ?-?h%Z.bfrb, r*L£>2«<£>J&#a5ED-71 
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[0057] &*5, ED-71(Z)^lx#:(^^ :6Z-(1R, 2R, 3R)-2-(3tKndr^°n/K^» 
-9, 10-ir=t=3l^7-5(10), 6, 8(9)-B>^^-l, 3, >V) ED-7 

Mtt^^bT^i-^^^-^fc^ (#^¥10-72432^-) , TfBO*it^:^$n 

■So 

[0058] [^6] 




[0059] ^Ife#'l3: 

[0060] mjj) 

^l«#y^h^7°ir/KD^^i- 0 ED-7mMCT^*j-LT, 0. OOOlMi 
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fflv^c 0 frffimfcffloWMmz. MCTi^tt^tifiio. 02m&%bti:Z£5\z. 

[0061] [ill] 





*tflai&* 1 


to* ' 1 




to^3 






BHT^AP 




BHT+ h ^ 

mm 


.~fcf^XAPB-H) 


47.67 m g 

16.68 m g 
0.65 mg 










65.00 m g 








ED - 7 1 


1 Mg 

1.30 m g 


1.30 m g 


1 ^g 

1.30 m g 


1 Mg 

1.30 m g 


BHT 




0.02 m g 




0.02 mg 


DLrcr h =1 ~7 =c p — 






0.02 mg 


0.02 mg 


MCT(ODO-C) 


98.70 mg 


98.68 mg 


98.68 m g 


98.66 m g 




100,00 mg 


1 OO.OO mg 


100,00 mg 


100.00 m g 




165.00 mg 


165.00 m g 


165.00 mg 


165.00 mg 



[0062] {V7YW^;Vmm 

[0063] (^#^#) 

J&V^tR-C, 30°C/60%RH, «T^^rtL-^tLl2^^ Kfi^Uto 
[0064] (^dr^n— /Vflc, h7>^#tf5flliBi5fc) 

[0065] : YMC-Pack ODS AM-303 (250 X 4. 6 mm, 5 ju m) „ YMCS 
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: Ti?h~hy/V/7k=l : 1 
SEStrl. 2 mL/^ 
^m^ft:265 nm 

[0066] (ED-71^*CQ$!|5£&c) 

[0067] •rt^IMi©«: 

lOOmLiLfco r<D^^r^^y-/KCj;i910f§^#|RLf-t(D^rt^tl2i^^b 

[0068] 4J^^<^lTO!fc: 

ED-71^2pp R o^2mg^*S^^ftt9^(9.^/— /V^Px.TiEffii^200mLi:Lfc 
o r<£>$§?£2. 5mL^IEfi|^i:«9, /V^Px.Efii(c:20mLi:bfct>(D^TO 

[0069] MCT^OOmg^lOmL^M:?^^-^ ^MC^2mL;joJ;^rtMI W 

[0070] • mmm<Dmmm •. 

[0071] -HPLC^flf^: 

[0072] ^7^:YMC-Pack ODS AM-303 (250X4. 6mm, 5 m m) „ YMCS 
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[0073] (^«f^9A) :T-feh^hy/V-7KM(l:D 

$ffcji:l. 2 raL/^ 
^m^:265nm 
#7^M:23°C. 
(»*) 

[0074] [^2] 





) 




BHT 


^2 


tt*3 


30°C/60%RH 


0 


N.D. 


N.D. 


N.D. 


N.D. 




6 


1.31 


N.D. 


N.D. 


N.D. 




12 


1.85 


0.56 


N.D. 


N.D. 


30T;/60%RH 


0 


N.D. 


N.D. 


N.D. 


N.D. 




6 


1.54 


N.D. 


N.D. 


N.D. 




12 


2.06 


0.63 


N.D. 


N.D. 



n=l, N.D. <0.1% 



[0075] [^3] 





















BJ IT 






30°C/60%RH 


0 


N.D. 


N.D. 


N.D. 


N.D. 




6 


1.3 1 


N.D. 


N.D, 


N.D. 




12 


1.85 


0.56 


N.D. 


N.D. 




0 


N.D. 


N.D. 


N.D. 


N.D. 


mm 


6 


1.54 


N.D. 


N.D. 


N.D. 




12 


2.06 


0.63 


N.D. 


N.D. 



n=l,N.D. <0.1% 
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[0076] [^4] 

^4 ed- 7 i l/i g tfy7 h*^^frAnfc*«ft«tefeJ;txw»3RiB"e 

3 0°C/6 0%RIU iH3fe "Ffft# : ^KD- 7 1 



RD-71^#^(%) 













mm 








Bl IT 




BHT+h^7xn-;l/ 


30°C/60%RH 


6 


96.7 


99.9 


100.5 


100.0 




12 


93.0 


98,3 


983 


98.6 


30 ,> C/60%RII 


6 


93.6 


98.0 


97.6 


97.9 




12 


88.1 


93.7 


95.0 


95.5 



n-l 



[0077] m2—3frt,mbfrt££5\^ mm£m^i2rfi&&m<Dttmmftmffliz.$5vz>* 

*^v—A'{^£Tfb : ?l>'Xfc<D&f&m. , l3L, ^—^VTittl^X^tfl^tl. 1. 741 
%*5J;TJ*2. 06%-efeofc(D(^U 3-C«, V^Ht>*fettHSIf£4T(0. 1% 

[0078] ^lfcfltl4: 

M^fcfe ^ dl- a -h=3^^n— /KD^Pi^^§ED-71-a-^MCT^IS^ 
[0079] (M^) 

^5«#y^h^77°ir/KD^^^i- 0 ED-71f*MCT^>PfbT, 0. 001fii% 
£&5J:5BE^U5:„ mkfcMtVXtt;. dl-a-h^^n— /K^— iF^SSD&fflVvT 
, MCT^LTO. 002%, 0. 005%, 0. 01%, 0. 02%3oJ;tK). 04fiH%&fc5 
i5^ia-^b^i(^r^tb, £0^4, 5, 6, 7, 8) 0 dl-a-h=37ma— /V^r^L^V> 

[0080] [^5] 
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^5 y:7 hjfr^-fe/HB.jfr 



0% 



0.002% 



0.005% 



0,01% 



0.02% 



0.04% 



47.67 mg 

16.68 mg 
0.65 mg 

(71.84 mg) 

65.00 mg 



ED- 7 1 

43 



dl-a- 

t7 ^ 13 — /I^ 

MCT(ODOC) 



0.001 mg 
1.300 mg 
0.000 mg 

98.700 mg 



100.000 mg 



0.001 mg 
1.300 mg 
0.002 mg 

98.697 mg 
100 000 mg 



0.001 mg 
1.300 mg 
0.005 mg 



0.001 mg 
L.300 mg 
0.010 mg 



98.694 mg 98.689 mg 



100.000 mg 100.666 mg " 



0.001 mg 
1.300 mg 
0.020 mg 

98.679 mg 
160.606" rag 



0.001 mg 
1.300 mg 
0.040 mg 

98.659 mg 
100.000 mg 



[008I] (y?hjj'7±/\'m&) 

[0082] (M^^kWt^^rn— ;vW-, h^l/^fo&mMWd 

yyv^^^^y^mKmioo^^/v-r^Ath, mmjtttmT?. 4o°c, m 

[0083] (1^^:) 

[0084] [^6] 
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mils 












(0%) 


(0.002%) 


(0.005%) 


(0.01%) 


(0,02%) 


(0.04%) 




0 


N.D. 


N.D. 


N.D. 


N.D. 


N.D. 


N.D. 


40 y C 


i 


1.22 


0.46 


0.27 


0.24 


N.D. 


N.D. 




2 


2-81 


0.90 


0.51 


0.46 


0.28 


N.D. 




3 


4.04 


1.34 


0.86 


0.64 


0,42 


0.23 



n=l, N.D. <0.1% 



[0085] [^7] 



^7 ed-7 i i v S ^vy b^^^^xntcm^mk^m^ 







































(0%) 


(0.002%) 


(0.005%) 


(0.01%) 


(0.02%) 


(0.04%) 




0 


N.D, 


N.D. 


N.D. 


N.D. 


N.D. 


N.D. 


40°C 


I 


0.87 


N.D. 


N.D. 


N.D. 


N.D. 


N.D. 




2 


2.18 


N.D. 


N.D. 


N.D. 


N.D. 


N.D. 




3 


3.33 


0.60 


0.14 


N.D. 


N.D. 


N.D. 



H=l, N.D. <0.1% 



[0086] ^6. 7fabmbfat££5K, dl-a-l^^n— /V^Pft^O. 002Mft%<D*i^'C 

0. l%i^T"efeofCo £*_h<Dj$;£j5>£>, dl-o-h=«7aii3— /W2ED-71^£fl?#j<£> 
[0087] ^jfeflH5: 

•TSfc*^ ED-71^MCT^l£#«tii&>fb#J£g^U 50°CT-ei^{£ 
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[0088] 

ED-71f*MCTtC*fUT, 0. 0017MA%tJfc5«t5BE^b7b o fet^fb^lXCf*, 

2mfifl£fc5J;5fcffi^Ut, 10, IX 12£U 

[0089] (^#^#^^dr^n— h^;*#:<Dfl|ggi£) 

[0090] 

[0091] [^8] 









(%) 






^ ^ r la — /Wffc 








0.76 


0.43 




d ] — a. — M^xn — 


N.D. 


N.D. 






N.D. 


N.D. 






N.D. 


N.D. 






N.D. 


N.D. 



n=l, NX), <0,1% 



[0093] mmme: 
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[0094] [^9] 



^9 V7h)t7 



(WW*) 



^13 



(0.02%) 



54.71 mg 
8.34 mg 
1.95 mg 

(82.33 mg) 



(0.02%) 



65.00 mg 



ED- 7 1 

d I —a— h^7xP 
MCT(ODO-C) 



0.0005 mg 
1.300 mg 
0.020 mg 

98.6795 mg 



100.000 mg 



0.001 mg 
1.300 mg 
0.020 mg 
98.679 mg 
100.000 mg 



[0095] *26m(D-ED-7l9m\Z£*), ED-7KD^^O^^^$IJb5^M^Jft^^ 



WO 2005/074943 23 PCT/JP2005/001749 

m^mm 

[1] (1) (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcKndrv'^ p n/K^»-9 J 10— fe=i=H>^ 
*5, 7, 10(19)-HJ3^— 1, 3, /V 

(2) 11,^ 

(3) mkim 

[2] (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKn ; 3r^ 0 n^ :3 rv')-9 ) 10— fe=3=3l/>^5, 7 

[3] (5Z, 7E)-(1R, 2R, 3E0-2-(3-KVttis7vitf*i/)-9, 10-±=t=t\y^5, 7 
, 10(19)-MJ^^-1, 3, 25-hU^-— 6E-(1R, 2R, 3R)-2-(3-tK^ :3 rv / 
^ajf?^)-9, 10-^3=31/^-5(10), 6, 8(9)-HJ=n>--l, 3, 25-hy^-— /V 
*5j;TJ?/^fcf*(5E, 7E)-(1R, 2R, 3R)-2-(3-tKt3 d r^t3^ d r^)-9, 10- 
t33^-5, 7, 10(19)-MJ^>--1, 3, 25-hJJ^-— /V^C05>Af^^f|jlJ$tL5, 
ff^lfE«(DM^Jo 

[4] (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKn^^njff^->')-9, 10— fe=3=3W^5, 7 
, 10(19)-MJ=n^-l, 3, /V<D#fl?$Jtf5 N 6E-(1R, 2R, 3R)-2-(3- 

tKn^>-/n7K^»-9, 10— fe=3 =xux#-5 (10), 6, 8(9)-hy=c^-l, 3, 25-h 
y^-— /l>*3J:t//*fctt(5E, 7E)-(1R, 2R, 3R)-2-(3-fcKn=¥v'7 P n^v / )- 
9, 10-ir=3=3U^-5, 7, 10(19)-hy=c^-i, 3, 25-hy^"— /l^Cfe^ f»3*^fi2 

[5] (5Z, 7E)-(1R, 2R, 3R)-2-(3-fcKn^^n^iy)-9, 10— fe33V^5, 7 
, 10(19)-h!J^>— 1, 3, 25-hy^"— /WfrMmfiK 6E-(1R, 2R, 3R)-2-(3 
-tKn^V^n^Wp-^-g, 10-"fe=3=3l/^-5 (10) , 6, 8(9)-hy=n^-l, 3, 25- 
hy^~— /V*dJ;TJ?(5E, 7E)-(1R, 2R, 3R)-2-(3-tKn d r^°n7K= 3 rv^)-9, 10- 
±=i=iUX?-5, 7, 10(l9)-hy=n^-l, 3, 25-hy^"— 3#3&®2iB«W> 
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[7] yyv^^vm, ^—¥^zf^;vm^umWmM^^. If Mi/iv ^6<di vf 

[9] (5Z, 7E)-(1R, 2R, 3R)-2-(3-tKn^i^"n#df-»-9, 10-±=i=iUX&5, 7 
, 10(19)-MJ^^— l, 3, /l^^^JJI^^j-LTO. 000001—0. Olli 

*a^bWM^*fb-C0. 000i-i2m*%-a-m§fi^ili^v>b8 

[10] (5E, 7E)-(1R, 2R, 3R)-2-(3-tKndr^ 0 n^^)-9, i(Hfe33V^-5, 
7, 10(19)-hy^-l, 3, 25-hy^— ;V Q 
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